During 1995-1997, susceptibility testing was performed on 8763 isolates from persons with pneumococcal invasive disease, representing 81.5% of cases identified through ABCs. During 1998-1999, susceptibility testing was available for 6529 cases of pneumococcal invasive disease, representing 84.9% of all identified cases. Overall, the prevalence of ofloxacin-nonsusceptible isolates (minimum inhibitory concentration [MIC] : >4 µg/mL) increased from 2.6% (65 of 2508) in 1995 to 3.8% (119 of 3108) in 1997 (chisquare for linear trend=5.24; p=0.02). Levofloxacin-nonsusceptible isolates (MIC: >4 µg/ mL) were 0.2% of isolates in 1998 (seven of 3120) and in 1999 (eight of 3432) (Figure 1 ). Of 15 levofloxacin-nonsusceptible isolates, 13 also were nonsusceptible to trovafloxacin.
Isolates that were not susceptible to ofloxacin were more common among persons aged >18 years (225 [3.6%] of 6317) than among persons aged <18 years (64 [2.6%] of 2446) (p=0.02). Among adults, the prevalence of ofloxacin-nonsusceptible pneumococcal isolates increased from 3.1% (55 of 1791) in 1995 to 4.5% (103 of 2276) in 1997 (chisquare for linear trend=5.33; p=0.02). The proportion of ofloxacin-resistant isolates (MIC: >8 µg/mL) did not increase significantly (0.3% in 1995, 0.2% in 1996, and 0.4% in 1997). Of the 225 ofloxacin-nonsusceptible isolates from adults, 62.2% were from whites and 51.6% were from males. These proportions were similar for ofloxacin-susceptible isolates (57.7% from whites and 52.9% from males). Ofloxacin-nonsusceptible isolates were from patients residing in six of the seven surveillance areas.
All levofloxacin-nonsusceptible isolates were from adults (median age: 77 years; range: 44-89 years). Among adults, 0.2% (seven of 2340) of pneumococci were nonsusceptible (MIC: >4 µg/mL) to levofloxacin in 1998 and 0.3% (eight of 2451) in 1999. Of the 15 levofloxacin-nonsusceptible isolates, one was intermediately resistant. Fourteen (93.3%) of the levofloxacin-nonsusceptible isolates were from whites, and nine (60%) were from males. The proportion of levofloxacin-nonsusceptible isolates was significantly higher among isolates from persons aged >65 years (p<0.001) and among -nonsusceptible isolates: 6A, 6B, 9V, 14, 16, 18C, 19F,  22F, 23F , and 35B. Eight of the 15 isolates were obtained from residents residing in one surveillance area (Connecticut). In this area, 0.9% of invasive pneumococcal isolates were nonsusceptible to levofloxacin, compared with 0.2% for all other areas. Examination of the isolates from Connecticut using PFGE showed eight unrelated patterns. Fluoroquinolone resistance was associated with resistance to other antimicrobials. Among the 225 isolates that were nonsusceptible to ofloxacin, 44 (19.6%) also were nonsusceptible to penicillin (MIC: >0.12 µg/mL), 23 (10.2%) to cefotaxime (MIC: >1 µg/ mL), 20 (8.9%) to erythromycin (MIC: >0.5 µg/mL), and 68 (30.2%) to trimethoprimsulfamethoxazole (MIC: >1/19 µg/mL). Among the 15 isolates nonsusceptible to levofloxacin, nine (60%) had decreased susceptibility to penicillin, eight (53.3%) were nonsusceptible to cefotaxime, five (33.3%) to erythromycin, and nine (60%) to trimethoprim-sulfamethoxazole. In comparison, among the 4623 levofloxacin-susceptible isolates, 1018 (22%) were nonsusceptible to penicillin, 594 (12.8%) were nonsusceptible to cefotaxime, 650 (14%) to erythromycin, and 1229 (26.6%) to trimethoprimsulfamethoxazole.
During 1993-1998, fluoroquinolone prescriptions in the United States increased from 3.1 to 4.6 per 100 persons per year. The frequency of fluoroquinolone prescriptions was highest among persons aged >65 years and increased in this age group from 8.2 to 12.4 per 100 persons per year ( Figure 2 ). Prescriptions written in the United States for all antibiotics decreased from 53.5 to 51.5 per 100 persons per year for all ages during this period. The findings in this report indicate that fluoroquinolone-nonsusceptible pneumococci are present in the United States; however, it is unclear whether resistance is increasing with the newer fluoroquinolones. The proportion of isolates that were ofloxacin-nonsusceptible isolates increased during 1995-1997. The main mechanisms of resistance to fluoroquinolone agents are alterations on DNA gyrase subunits and reduced penetration associated with decreased outer membrane protein production. These mechanisms are common between ofloxacin and the newer fluoroquinolone agents, although ofloxacin-resistant strains may be seen with a single mutation to DNA gyrase and newer fluoroquinolones and require mutations in both mechanisms for resistance (9, 10 ) . Therefore, trends in ofloxacin susceptibility may predict what will occur for other fluoroquinolone agents. The growing use of fluoroquinolones probably contributes to the emergence of fluoroquinolone-resistant pneumococci. Fluoroquinolone-resistant isolates were more common among persons aged >65 years, who have the highest density of fluoroquinolone use. In comparison, penicillin-resistant strains are more common among isolates from young children, who have the highest rate of beta-lactam use. Fluoroquinolones are not licensed for use in children, a factor that may be helping to slow the rate of emerging fluoroquinolone resistance. PFGE results suggest that the emergence of resistant isolates does not result from spread of a single resistant clone.
Levofloxacin-nonsusceptible isolates had reduced susceptibility to other antimicrobials used for the treatment of pneumococcal pneumonia, notably penicillin, trimethoprimsulfamethoxazole, erythromycin, and cefotaxime. Most levofloxacin-nonsusceptible isolates also were nonsusceptible to trovafloxacin. These findings have important implications given that fluoroquinolones are recommended for the treatment of pneumococcal infections when penicillin resistance or resistance to other antimicrobials is suspected. Few therapeutic options exist for invasive disease attributable to pneumococci resistant to quinolones and other agents.
Susceptibility testing for ofloxacin and levofloxacin at ABCs started in 1995 and 1998, respectively. Therefore, results presented in this report are limited by the short time that systematic testing for levofloxacin susceptibility has been available and by the lack of continuity for testing of a single fluoroquinolone agent during this period. Identification of decreased susceptibility to fluoroquinolones in ABCs sites is population based and representative of the areas under surveillance. ABCs does not provide comprehensive national surveillance, but provides a good approximation of national trends.
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Streptococcus pneumoniae -Continued The following report summarizes surveillance data for West Nile virus (WNV) infection reported to CDC through ArboNET and verified by states and jurisdictions as of September 18, 2001.
During the week of September 12-18, three human cases of WNV encephalitis were reported, all in Connecticut; no deaths were reported. During the same period among animal WNV activity, 474 crows, 173 other birds, and 61 horses were verified as WNVpositive. Thirty-eight WNV-positive mosquito pools also were reported in three states (Florida, New Jersey, and Pennsylvania).
A year-to-date total of 12 human cases of WNV encephalitis has been identified in Connecticut (three), Florida (four), Georgia (one), New Jersey (one), and New York (three); one death occurred in Georgia. Additional information about WNV activity is available at <http://www.cdc.gov/ncidod/ dvbid/westnile/index.htm> and <http://cindi.usgs.gov/hazard/event/west_nile/ west_nile.html>. 
Vaccine Description
Each dose of Twinrix contains at least 720 enzyme-linked immunosorbent assays units of inactivated hepatitis A virus and 20 mcg of recombinant hepatitis B surface antigen (HBsAg) protein, with 0.45 mg of aluminum in the form of aluminum hydroxide and aluminum phosphate as adjuvants, 5.0 mg 2-phenoxyethanol as a preservative, and pH stabilizer in normal saline. Trace amounts of thimerosal (<1 µg mercury), neomycin (<20 ng), formalin (<0.1 mg), and yeast protein (<5%) also are present from the manufacturing process.
Indications and Usage
Twinrix is indicated for vaccination of persons aged >18 years against hepatitis A and B. Any person in this age group having an indication for both hepatitis A and B vaccination can be administered Twinrix, including patients with chronic liver disease, users of illicit injectable drugs, men who have sex with men, and persons with clotting factor disorders who receive therapeutic blood products (1,2 ). For international travel, hepatitis A vaccine is recommended for travelers to areas of high or intermediate hepatitis A endemicity; hepatitis B vaccine is recommended for travelers to areas of high or intermediate hepatitis B endemicity who plan to stay for >6 months and have frequent close contact with the local population (3 ). Primary vaccination consists of three doses, given on a 0-, 1-, and 6-month schedule, the same schedule as that used for single antigen hepatitis B vaccine.
Safety and Immunogenicity
Adverse experiences (AEs) were evaluated in clinical trials in which 6594 doses of Twinrix were administered to 2165 persons. Observed AEs generally were similar in type and frequency to those observed after vaccination with monovalent hepatitis A and B vaccines. The frequency of AEs did not increase with subsequent doses of Twinrix. No serious vaccine-related AEs were observed (GlaxoSmithKline Biologicals, unpublished data, 2001). Twinrix is contraindicated in persons with known hypersensitivity to any component of the vaccine.
Prelicensure clinical trials indicate that the immunogenicity of Twinrix is equivalent to that of the single antigen hepatitis vaccines. Data from 11 clinical trials that included adults aged 17-70 years indicated, 1 month after completion of the three dose series, seroconversion for antibodies against hepatitis A virus (anti-HAV titer >20 mIU/mL or 33mIU/mL [Enzymun-Test, Boehringer Mannheim Immunodiagnostics, Mannheim, Germany]) were elicited in 99.9% of vaccinees, and protective antibodies against HBsAg (anti-HBs >10 mIU/mL [AUSAB, Abbott Laboratories, Abbott Park, Illinois]) were elicited in 98.5% of vaccinees. One month after one dose of Twinrix, seroconversion to anti-HAV was seen in 93.8% of vaccinees and protective anti-HBs concentrations in 30.8%. One month after the second dose, seroconversion to anti-HAV was seen in 98.8% of vaccinees, and protective anti-HBs concentrations in 78.2%. The efficacy of Twinrix is expected to be comparable with existing single antigen hepatitis vaccines. The persistence of anti-HAV and anti-HBs following Twinrix administration is similar to that following single antigen hepatitis A and B vaccine administration at 4 years follow-up (GlaxoSmithKline Biologicals, unpublished data, 2001). Additional information is available from the manufacturer's package insert and GlaxoSmithKline Vaccines, telephone (800) 366-8900.
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Notice to Readers
CDC Expression of Condolence and Support
The staff of CDC extends deepest sympathy to those affected by the terrorist attack that occurred on September 11, 2001, and our admiration and continued support to colleagues in the New York City Department of Health and others responding to this tragic event. 72  89  42  32  68  84  71  Alaska  295  237  -----2  2  Hawaii  426  337  -2 Utah  6  7  63  40  24  17  -----3  Nev.  10  3  46  48  32  33  U  -U  --7   PACIFIC  89  88  1,556  2,401  845  917  -28  -18  46  16  Wash.  2  5  98  210  100  74  -13  -2  15  3  Oreg.  17  25  63  141  71  81  -3  --3  -Calif.  42  30  1,379  2,026  651  743  -10  -11  21  9  Alaska  6  6  15  11  8  9  -----1  Hawaii  22  22  1  13  15  10  -2  -5  7  3 Guam 
